Abstract. This is a case series of 10 consecutive renal allograft recipients, followed at a tertiary hospital in northeast Brazil, with a confirmed diagnosis of dengue. Five of the patients needed hospitalization. Half of them were males and age ranged from 19 to 60 years with a median of 38.2 years.
Symptomatic human infections may range from mild disease, flu-like syndrome, sometimes associated with rash (dengue fever [DF] ) to a more severe form of the disease associated with plasma leakage, thrombocytopenia, hemorrhage (dengue hemorrhagic fever [DHF]), and/or shock (dengue shock syndrome [DSS]). [1] [2] [3] [4] [5] Kidney transplant patients that live in endemic zones or who travel to an endemic zone might be affected by this disease, similar to the general population. Previous studies suggest that dengue infection is mild in renal transplant recipients, with good recovery, and that the disease does not affect allograft function. 6 Dengue can also be transmitted to the recipients from the donor, and even patients who have severe complications, such as hemorrhage, usually have good recovery. 7 The objective of this article is to describe the clinical manifestations and renal involvement in cases of dengue in renal transplant patients.
A case series of 10 consecutive renal allograft recipients with confirmed diagnosis of dengue is described. All patients were followed at the General Hospital of Fortaleza, northeast of Brazil, and had a dengue diagnosis in the period between May 2001 and January 2014. The epidemiological and clinical data from these patients are described.
Dengue diagnosis was based on clinical and laboratory findings, including antibodies, by using a commercial immunoglobulin M (IgM) capture enzyme-linked immunosorbent assay (ELISA). This study protocol was approved by the Ethical Committee of the School of Medicine, Federal University of Ceará, Brazil.
Ten renal allograft recipients with confirmed dengue viral infection were evaluated in our kidney transplant unit in the study period. Five of them needed hospitalization.
Clinical characteristics of these patients are summarized in Table 1 . Half of them were males and their age ranged from 19 to 60 years, with a median of 38.2 years. They had been transplanted for a mean of 5 days to 166 months. Two patients (Patients 1 and 5) developed dengue infection within 1 week of renal transplant and had the most severe complications. Eight patients had received a first renal allograft, one (Patient 9) had received a second renal allograft, and 1 (Patient 6) a third renal allograft; they were recipients of seven living and three deceased donors. All cases occurred between April and September, and May was the month with the highest incidence.
All patients had myalgia and headache. All of them, except one (Patient 10) had fever. Renal function showed slight worsening during the dengue infection, but returned to basal levels after recovery in eight patients (80%)
Dengue is currently a human viral mosquito-borne infection of utmost importance worldwide, which should be included in the differential diagnosis of transplanted patients with fever. The time of dengue symptom onset after transplant varies. Our patients had been transplanted for a mean of 5 days to 166 months. The occurrence of DHF in the early postoperative period caused potential danger to our patients, similar to cases reported before. 5, 7 In our study, the two patients with DHF in the first week after transplantation had thrombocytopenia, platelet dysfunction, and coagulopathy resulting in profuse bleeding around the graft, leading to circulatory collapse that required hematoma drainage, and one lost the graft, demonstrating the severity of the infection in the early posttransplant period. The other one needed dialysis for 3 weeks before renal function recovery. Proper fluid replacement and early recognition of bleeding with effective control are essential for a favorable outcome in patients with DHF. Basic renal disease, previous transplant history, or type of donor does not seem to affect the incidence or morbidity of dengue infection among renal recipients. All patients reported in this article underwent transplantation during a dengue epidemic, but this information was not available to us before transplantation. Immediately postoperatively, the risk of hemorrhage from dengue is compounded by the risk of postoperative bleeding. Some patients had a dengue focus detected at their homes. Moreover, some patients were in the incubation period at the time of transplantation. When dengue occurs in the first 4 weeks of transplantation, the risk of hemorrhage is higher because of a higher risk of surgical wound bleeding.
Renal transplantation patients treated with multiple immunosuppressive agents should be less likely to develop the severe form of dengue infection. 2, 8 This could be explained by the concept of cytokine, antibody-dependent enhancement, and T-cell-mediated process with activation of the immune response. In this case series, we had six patients with DF and four with DHF, but dengue asymptomatic infection had a high prevalence, and the real incidence in this population was unknown. In accordance with literature, 2 immunosuppression did not seem to affect the outcome of our patients. Two patients received basiliximab as induction therapy, but there was no reported risk of developing severe forms of dengue after using this drug.
Clinical presentation and the course of the disease in immunosuppressed patients is similar to that seen in immunocompetent patients, 2 except for a longer period of illness. 8 In this study, the main clinical signs and symptoms were myalgia and headache (100%), fever (90%), arthralgia (40%), bleeding manifestation (30%), retro-orbital pain, and rash and ascites (20%). Compared with the general population, the frequency is quite similar, except for arthralgia and retro-orbital pain, which is less frequent in transplanted patients. Arthralgia may be less frequent because of corticosteroid use. Other laboratory findings commonly associated with dengue include leukopenia, anemia, thrombocytopenia, hypoalbuminemia, and increased levels of liver enzymes. 9 Liver involvement is a common finding during dengue infection. Bleeding, when occurs, results from thrombocytopenia, platelet dysfunction, and increased fibrinolysis. In this study, thrombocytopenia was present in 70% of cases, leukopenia in 50%, elevated ALT/AST in 50%, hypoalbuminemia in 40%, and anemia in 30%.
Renal function was not permanently affected by the infection. As the increase in serum creatinine was mild and transient in some cases, it was likely caused by dehydration or factors associated with infection rather than by a direct effect of the dengue virus on the kidney. 2 Long-term renal function was not affected in patients who did not lose their grafts. Eight of our patients had mild increase in creatinine that returned to basal levels after recovery. Three patients needed dialysis. Two of them had DHF in the first week after transplant and the other one had chronic allograft nephropathy before dengue infection.
The morbidity and mortality rates can be reduced by optimal supportive care. In this study, no patient died, even those that had received strong immunosuppressive therapy. A previous study reported three renal transplant recipients that died because of DSS, and they had received antithymocyte immunoglobulin as acute rejection prophylaxis. 3 In summary, dengue is an important infectious disease in endemic areas that can affect renal transplant recipients and its presentation seem to be similar to that seen in immunocompetent patients. There is no specific therapy or vaccine for dengue. Management is supportive, with correction of hypovolemia and coagulation abnormalities. Physicians should raise the suspicion of dengue in all transplanted patients living in or returning from endemic areas presenting with acute febrile illness.
